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Designing Randomized-Controlled Trials to Improve
Head-Louse Treatment: Systematic Review Using a
Vignette-Based Method
Giao Do-Pham1,2, Laurence Le Cleach1, Bruno Giraudeau2,3, Annabel Maruani4, Olivier Chosidow1,5,6,7 and
Philippe Ravaud2,8,9,10,11
Head-louse infestation remains a public health problem. Despite published randomized-controlled trials, no
consensus-based clinical practice guidelines for its management emerged because of the heterogeneity of trial
methodologies. Our study was undertaken to attempt to find an optimal trial framework: minimizing the risk of
bias, while taking feasibility into account. To do so, we used the vignette-based method. A systematic review first
identified trials on head-louse infestation; 49 were selected and their methodological constraints assessed.
Methodological features were extracted and combined by arborescence to generate a broad spectrum of
potential designs, called vignettes, yielding 357 vignettes. A panel of 48 experts then rated one-on-one
comparisons of those vignettes to obtain a ranking of the designs. Methodological items retained for vignette
generation were income level of the population, types of treatments compared, randomization unit, blinding,
treatment-administration site, diagnosis method and criteria, and primary outcome measure. The expert panel
selected vignettes with cluster randomization, centralized treatment administration, and blinding of the outcome
assessor. The vignette method identified optimal designs to standardize future head-louse treatment trials,
thereby obtaining valid conclusions and comparable data from future trials, and appears to be a reliable way to
generate evidence-based guidelines.
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INTRODUCTION
Head-louse infestation or pediculosis capitis, caused by
Pediculus humanus capitis, is a frequent community-health
concern. Infestation most commonly occurs in children,
especially school-aged children (Chosidow, 2000; Ko and
Elston, 2004; Leung et al., 2005). Head-louse infestation can
cause substantial social distress, discomfort, parental anxiety,
and unnessary absences from school and work (Chosidow,
2000; Ko and Elston, 2004; Leung et al., 2005; Frankowski
and Bocchini, 2010) and can have medical consequences
(itching, superinfection). The prevalence of head lice remains
high; outbreaks occur regularly despite all preventive
measures (Heukelbach et al., 2005; Falagas et al., 2008).
To improve infestation control, evidence of efficacies of
different treatment strategies is needed. Treatment options
include topical pediculicides, systemic treatments, physical
means, and natural remedies (Burgess, 1995; Vander Stichele
et al., 1995; Nash, 2003; Diamantis et al., 2009; Tebruegge,
2011). The rise of evidence-based medicine has identified
systematic review as a fundamental tool for health care. The
quality of randomized-controlled trials (RCTs) is essential to
determine what interventions work. Special attention must be
accorded to the design, clinical relevance, and reporting of
RCTs; otherwise, the conclusions derived from poor-quality
and biased trials may be misleading (Ju¨ni et al., 2001). A
previous systematic review highlighted that published RCTs on
head-louse infestation used a broad range of designs and were
potentially biased (Vander Stichele et al., 1995). Thus, it seems
essential to assess which relevant designs should be used for
these RCTs, minimizing the risks of bias, while taking
feasibility into account.
Such an evaluation could be carried out with a vignette-
based inquiry. This method has been used to study clinical
practice modifications, especially medical choices and judg-
ment (Bachmann et al., 2008). Vignettes, also known as case
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scenarios of trial designs, are a common component of clinical
interviews that test understanding of many issues, and the
ability to apply vignettes in a way that informs practice and
research. Responses to their questions can be completed more
quickly than a record review or standardized patient self-
reporting questionnaires and produce better quality-of-care
assessments than reviews of medical charts, when used to
evaluate differential diagnoses and treatment decisions
(Veloski et al., 2005).
The aim of this study was to determine the most relevant
designs of RCTs on head-louse treatment that balance internal
validity and feasibility. To this end, we first conducted a
systematic methodological review of published RCTs on head-
louse treatment to assess the quality of reporting and risks of
bias. Extracting the data of the selected RCTs by the mean of a
standardized data extraction form enabled us to identify the
characteristics constantly common to all studies, concerning
inclusion, intervention, and evaluation criteria. We then
applied the vignette-based method to RCT designs.
RESULTS
The database searches retrieved 925 citations (Figure 1). A
total of 45 articles (see Supplementary File 1 online) reporting
on 49 RCTs were included in the final analysis. The char-
acteristics of the selected trials are described in Table 1.
Quality of reporting and risk of bias
Rating criteria for the quality of reporting according to the
CONSORT Statement criteria are given in Table 2. In general,
all 49 RCT reports adequately described items related to the
clinical situation. Among the items inadequately described
were the methods, e.g., generation of randomization sequence
(36.7% of the RCTs) or sample-size calculation (28.6%).
Only two (4.1%) trials satisfied all the CONSORT Statement
criteria.
The risk of bias in trials is presented in Table 3. When
considering the overall risk of bias, only one cluster-rando-
mized trial and one individual-randomized trial had overall
low risks of bias.
Items specifically related to head-louse RCTs
Diagnosis criteria and methods to assess active infestation
differed among RCTs. For most of them (79.6%), the inclusion
criterion was the presence of one live louse. The most frequent
method of diagnosis was visual examination (22/49, 44.9%),
whereas 11 (22.4%) trials used a comb (seven dry combing
and four wet combing).
Treatments were administered two times in 69.4% of RCTs,
usually on days 0 and 7 (51%), aiming to kill eggs that hatched
after the first treatment.
A primary outcome was clearly defined for 29 (59.2%)
studies. Indeed, 36.7% of the trials used more than one
evaluation day as an end point, without favoring one date or
the other. Day 14 (61.2% of trials) was the most frequent
efficacy time assessed.
On the basis of these first results, our consensus group
defined the following methodological points in the vignettes:
income level of the population, types of treatments compared,
randomization unit, blinding, site of treatment administration,
method of diagnosis, diagnosis criteria, and primary outcome
measure.
925 Citations:
206 PubMed
534 Embase
161 Lilacs
24 Cochrane Central Library
793 Citations
95 Full-text articles
45 Articles on 49 RCTs
132 Duplicates excluded
521 Excluded based on the title
50 Excluded based on full text
40 Not RCTs
236 Not relevant
208 Not about treatment
77 Not trials
177 Excluded on the abstract
88 Not trials
29 Not RCTs
Figure 1. Identification of randomized-controlled trials (RCTs) on head-louse
treatment from PubMed, Embase, the Cochrane Central Library, and Lilacs
databases published by March 2011.
Table 1. Characteristics of the 49 randomized-
controlled trials reviewed according to randomization
Trial randomization
Characteristic N (%) Individual (n¼38) Cluster (n¼ 11)
Country income level
High/upper middle 39 (79.6) 30 (78.9) 9 (81.8)
Lower middle/low 3 (6.1) 3 (7.9) 0
Not reported 7 (14.3) 5 (13.2) 2 (18.2)
Randomization unit
Household 9 (81.8)
Classroom 1 (9.1)
City/village 1 (9.1)
Population
Children 25 (51) 19 (50) 6 (54.5)
Children and adults 24 (49) 19 (50) 5 (45.5)
Treatments
Topical 22 (44.9) 16 (42.1) 6 (54.5)
Systemic 9 (18.4) 8 (21.1) 1 (9.1)
Physical 14 (28.6) 11 (28.9) 3 (27.3)
Natural remedies 4 (8.2) 3 (7.9) 1 (9.1)
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Sample characteristics
We constituted a panel of 59 experts. Among the 50 experts
(see Supplementary File 2 online), 33 were clinicians (18
(37.5%) of whom had conducted RCTs), 12 methodologists,
and 5 statisticians. Each expert was randomly assigned to
compare 20 paired vignettes in a questionnaire submitted via
the internet (see Supplementary File 3 online). The experts had
to choose their preferred vignette design, between two
options, based on three points: global preference, internal
validity, and feasibility. The overall response rate was 84.7%
(50/59). Two experts (4%) attempted to complete the ques-
tionnaire but considered they did not have the skills to do so.
Among the 48 responders, we recorded 756 responses.
Agreement
Considering high number of responses, all the vignettes
were read two times and 42 (11.8%) three times. Ten
(20.8%) of the 48 experts who returned their questionnaires
did not complete it entirely. Intraclass correlation coefficients
for global preference, internal validity, and feasibility
responses, respectively, were 0.48 (95% confidence interval
(CI) 0.27–0.62), 0.46 (95% CI 0.28–0.54), and 0.28 (95% CI
0.10–0.32).
The amplitudes of the agreement intervals on a Bland–
Altman plot (see Supplementary File 4 online) indicated the
quality of concordance among experts. The 5% and 95% CIs
correspond to the limits of agreement. For the global pre-
ference, the graphs indicated that the mean of the differences
among the raters was very close to zero, with plots having a
double funnel shape. The between-vignette response differ-
ences versus their means tended to show greater differences
for null scores and small or no difference for high scores.
Ranking the vignettes
The vignette analysis consisted of examining the paired-
vignette comparisons and ranking vignette hierarchy. Among
the 357 twice-read vignettes, 62 (17.4%) discrepancies in one-
on-one comparisons were reported (Table 4). Among eight
discrepancies recorded, seven concerned low-ranked vign-
ettes and could not have an impact on the vignette deemed
the most valuable. However, two discrepancies directly
concerned the high-ranked vignettes. Thus, for 2 of the 14
strata, the highest ranked vignette could not be rated.
Notably, ‘‘home’’ was the treatment setting for 3 of the 14
vignettes; all concerned high-income–level populations and 2
involved systemic treatment. Similarly, one high-income–level
vignette mentioned individual randomization and three low-
income–level vignettes mentioned randomization units other
than the classroom. Blinding of the outcome assessor
appeared in most vignettes, whereas three of them mentioned
blinding of all actors (patients, physicians, and outcome
assessors). Those three vignettes concerned high-income–level
populations and RCTs involving systemic treatments (or
physical treatments).
Correlation
We also studied the relationships between the responses of
global preference and internal validity or feasibility, with their
respective Spearman’s rank coefficients: 0.89 (Po0.0001)
and 0.28 (Po0.0001). These coefficients suggest that, to
rank 2 vignettes, internal validity rather than feasibility
differences had greater influence on the experts.
DISCUSSION
We applied this original method of vignette-based analysis to
assess the most relevant designs of RCTs on head-louse
Table 2. Reporting of the 49 randomized-controlled
trials reviewed based on the CONSORT Statement
Criteria N (%)
Extension for cluster
trials (n¼11) N (%)
Title/abstract 30 (61.2)
Introduction
Background 46 (93.9) Rationale for using
a cluster design
3 (27.3)
Methods
Participants 40 (81.6) Eligibility criteria for clusters 2 (18.2)
Intervention 44 (89.8) Specified whether the
interventions pertained to
the individual level, cluster
level, or both
7 (63.6)
Objectives 32 (65.3) Specified whether objectives
pertained to the individual
level, cluster level, or both
2 (18.2)
Outcomes 30 (61.2) Clearly defined whether
primary and secondary
outcome measures pertained
to the individual level,
cluster level, or both
6 (54.5)
Sample size 14 (28.6) Specified how number of
clusters, cluster size, and
coefficient of intracluster
correlation were determined
1 (9.1)
Randomization
sequence
generation
18 (36.7)
Randomization
allocation
concealment
14 (28.6) Specified that allocation was
based on clusters rather than
individuals
5 (45.5)
Blinding 36 (73.5)
Statistical methods 27 (55.1) Indicated how clustering
was taken into account
1 (9.1)
Results
Flow chart 12 (24.5) Flow of clusters 4 (36.4)
Recruitment 19 (37.8)
Baseline data 23 (46.9) Baseline information for
each group for the cluster
levels
4 (36.4)
Outcome
measures
41 (83.7)
Ancillary analyses 34 (69.4)
Adverse events 38 (77.6)
Overall items 2 (4.1)
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infestation. This approach is closer to real-life decision-making
situations. In the context of RCTs, it explores the optimal
methodological choices, taking into account internal validity
and feasibility. To our knowledge, this method has never been
used to define the most relevant methodology to use in
clinical trials. A systematic review of published RCTs on
head-louse treatment revealed those trials remained clearly
insufficient, and that many of them carried high risks of bias
for blinding and incomplete data outcomes. During that
review, the principal methodologies of those RCTs were
extracted, enabling appraisal of the most relevant methodolo-
gical features of RCTs on head-louse treatment; they were then
included in the vignettes. The review highlighted all the
treatment comparisons used in the vignette-based study and
showed that methodological constraints in countries with
high- or low-infestation prevalence differed. Thus, the vign-
ettes also differed according to the income level of the study
population.
Each methodological point is addressed below by compar-
ing results of vignettes and designs used in published RCTs.
Blinding all actors in the study is a critical point to avoid
ascertainment bias in RCTs (Psaty and Prentice, 2010). On the
other hand, experts considered it difficult to blind either the
physicians or the patients in some trials, especially for physical
interventions. In their choices for global preference and high-
ranked vignettes, experts attempted to balance internal and
external validities, by recommending blinding of the outcome
assessor. When the compared treatments were apparently
completely different (e.g., physical vs. topical), with the
impossibility of a double dummy, blinding could not always
Table 3. Risk of bias evaluation (n¼ 49)
Individually randomized studies (N¼ 38) Cluster-randomized studies (N¼ 11)
Characteristics Low risk High risk Unclear Low risk High risk Unclear
Randomization
Sequence generation 12 (31.6) 0 26 (68.4) 2 (18.2) 0 9 (81.8)
Allocation concealment 11 (28.9) 1 (2.6) 26 (68.4) 2 (18.2) 0 9 (81.8)
Blinding
The patient 24 (63.2) 5 (13.2) 9 (23.7) 5 (45.5) 3 (27.3) 3 (27.3)
The care provider 7 (18.4) 22 (57.9) 9 (23.7) 1 (9.1) 7 (63.6) 3 (27.3)
The outcome assessor 22 (57.9) 5 (13.2) 11 (28.9) 7 (63.6) 2 (18.2) 2 (18.2)
Incomplete date outcome 17 (44.7) 21 (55.3) 0 6 (54.5) 5 (45.5) 0
Selective outcome reporting 0 5 (13.2) 33 (86.8) 0 1 (9.1) 10 (90.9)
Values are expressed as n (%).
Table 4. Highly rated vignettes always chosen by the experts1
High-income level country Low-income level country
Topical versus topical
Systemic versus
physical
Topical versus physical
Topical versus topical
with another
formulation
Physical versus
physical
Systemic versus
systemic
Topical versus systemic
Topical versus physical
Systemic versus physical
Physical versus physical
Systemic versus
systemic
Topical versus topical
with another
formulation
Design Parallel-arm, cluster-
randomized trial
Parallel-arm, cluster-
randomized trial
Parallel-arm, cluster-
randomized trial
Parallel-arm, cluster-
randomized trial
Parallel-arm, cluster-
randomized trial
Randomization
unit
Household Household Household Classroom Household
Diagnosis Presence of one live
louse
Presence of one live louse Presence of one live
louse
Presence of one live louse Presence of one live louse
Site treatment Home Health center Home Home Health center
Blinding Outcome assessor Outcome assessor Patient, care provider,
and outcome assessor
Outcome assessor Outcome assessor
Main outcome
measures
Absence of living lice on
day 14 by dry combing
Absence of living lice on
day 14 by dry combing
Absence of living lice on
day 14 by dry combing
Absence of living lice on
day 14 by visual inspection
Absence of living lice on
day 14 by dry combing
1Highly rated vignettes are those invariably chosen by the experts. We examined the one-on-one comparisons between the vignettes and ranked vignette
hierarchy. Among the 357 twice-read vignettes, 62 discrepancies in one-on-one comparisons were reported. Triangular vignette comparisons, e.g., a versus b
(outcome: a4b), b versus c (b4c) and a versus c, where a should be 4c but, paradoxically, c4a, yielding eight discrepancies. Topical versus systemic
vignettes were not available because of triangular discrepancies concerning the highest-ranked vignettes.
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be successfully implemented. Because main outcomes are
based on independent evaluations of infestation, observer
blinding is relevant to limit assessment bias. This manage-
ment of blinding is consistent with usual practices, as 59% of
the RCTs reported blinding the outcome assessor. However,
besides the reporting of outcome assessor blinding, the methods
to establish and maintain blinding should be system-
atically described to help interpret the quality of the studies.
Diagnostic accuracy is a matter of concern to discriminate
active from eradicated infestation, and avoid misdiagnosis.
Consensus was reached to state that an active infestation is
diagnosed when one live louse is found on the scalp
(Frankowski and Bocchini, 2010), and to differentiate this
from historic infestation (presence of nits (dead embryos
retained in egg shells) without the presence of lice). Previous
studies clearly showed that visual inspection could not be
recommended for diagnosis of active infestation and combing
should be preferred (Balcioglu et al., 2008; Jahnke et al.,
2009). Indeed, the vignettes revealed expert agreement on the
diagnosis criterion (one live louse in all vignettes, in high- and
low-income–level countries), but results were less clearcut
concerning the method of diagnosis. Although combing was
obviously chosen for vignettes concerning high-income–level
populations, experts selected visual inspection for vignettes in
low-income–level populations. For example, using the most
accurate technique would not be feasible in low-income
populations, where head-louse prevalence is high, with
mothers and nurses confronting the parasite daily. Thus, the
most reliable method must be used in efficacy trials, but
feasibility must be considered, to better grasp the notion of
effectiveness of pragmatic trials and, hence, in areas with high
pediculosis prevalence, visual inspection could be preferred.
This point might be solved by applying Barker et al.’s (2012)
methodology recommendations about points to consider in
RCTs on head-louse treatment comparing two pediculicides:
head lice should be diagnosed on day 0 by visual inspection
and, if lice are not found, hair should then be wet combed
(Jahnke et al., 2009), as this method represents the gold
standard for diagnosis, sensitive and after all feasible (De
Maeseneer et al., 2000; Vander Stichele et al., 2002).
The diagnosis assessor was considered as trained (investi-
gator, doctor, nurse) in 31/49 trials (63.3%), was not precised
in 10 RCTs (20.4%), while family made the diagnosis in 8
RCTs (16.3%).
Our systematic review of published RCTs showed that
visual examination was the most frequently used method of
diagnosis (22/49, 44.9%), while 11 (22.4%) trials used
diagnosis with a comb. Furthermore, more than 20% of RCTs
used different criteria (usually composite, including presence
of nits or egg shells) to assess active infestation. When
designing future studies, these points should be considered
to avoid the risk of overdiagnosis and provide valid efficacy
assessment, as should adequate training the staff diagnosing
head-louse infestation and providing the treatment, to avoid
performance bias.
Considering head-louse prevalence, the risk of reinfesta-
tion represents a specific methodological issue. In areas
where prevalences of pediculosis and head-to-head
contamination in overcrowded populations are high, the
risk of reinfestation among individuals of the same inner
circle increases. Thus, in general, for infectious diseases,
cluster randomization appears to be the most reliable
method (Hayes et al., 2000), as demonstrated by the high
ranks of all vignettes using cluster randomization. However,
the choice of the cluster remains debatable. According to
our vignette-based inquiry, households as clusters are closer
to individual randomization and could be legitimate in
countries with low-infestation prevalence. In countries
with high prevalence, choosing larger clusters, e.g.,
classrooms or even villages, could be justified. Indeed,
only 22.8% of published RCTs were actually individually
randomized. The choice of randomization unit is a critical
issue to improve, as cluster randomization completed by a
cluster analysis is often required to prevent contamination
bias in the setting of infectious diseases.
Evidence-based treatment of head-louse infestation also
needs to consider the parasite’s life cycle: eggs take 7–12
days to hatch and a louse lives 3–4 weeks (Burgess, 1995;
Chosidow, 2000). If a treatment does not kill eggs, which is
the case for all available treatments against head lice,
treatment should be repeated after eggs have hatched but
before the earliest hatched lice reach maturity. Thus, treatment
readministration between days 7 and 10 is mandatory to date
(Chosidow and Giraudeau, 2013). This situation would imply
efficacy assessment after the second treatment. Experts agree
with this reasoning, as they suggest assessing efficacy on day
14 (regardless of income level of the population), with double
treatment implied (on days 0 and 7). Nevertheless, published
RCTs appeared to use a wide range of efficacy-assessment
times. For 36% of the retained papers, primary outcome was
imprecise. Obviously, the main outcome measure does not
take into account eventual secondary outcomes, e.g.,
resistance and reinfestation.
Vignette comparisons elicited responses in terms of global
preference, internal validity, and feasibility. The high
concordance between global preference and internal valid-
ity, and the relatively low agreement between global pre-
ference and feasibility suggest that experts drew their
conclusions based on the results of internal validity rather
than feasibility.
Vignettes are a valuable tool for measuring the quality of
clinical practice. The results of this study suggest that vignette-
based inquiries enable assessment of the full, potentially
relevant range of RCT designs. We also constituted a panel
comprised exclusively of experts on head lice, who are
actively involved in developing RCTs, as supported by
numbers of responses as high response.
The following limitations should be mentioned. Discrepan-
cies among responses were observed, leaving uncertainty
concerning some results. Because the vignette format restricts
the number of variables considered, the contribution of
unknown variables might not have been taken into account
in these synopses. Although feasibility was considered, vign-
ettes do not provide any information on the setting in which
the trial was conducted. Moreover, we cannot have any
information on the impact of this method on future RCTs,
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because it has never been used to evaluate RCT
methodologies.
Clinical take home message
Some biases in RCTs on head-louse infestation reflect the
specific constraints of this parasitic condition. The vignette
method constitutes an innovative way to standardize RCT
methodology, and obtain valid conclusions and comparable
data from future trials.
Conclusion
RCTs on head-louse infestation are conducted worldwide to
test many types of interventions. However, RCTs on head-
louse treatment conducted in community practices present
investigators with difficult methodological choices and this
vignette-based study attempted to identify better RCT designs,
which could maximize the internal validity by assuring
rigorous control of all variables other than the intervention,
while taking feasibility into account. Notably, our systematic
review yielded findings consistent with a previous one
published in 1995, identifying flaws in the quality of reporting
and risks of bias. The vignette method could be used to
appraise RCT designs according to the treatments compared
and the income level of the population, and is adaptable to
other fields. Indeed, it appears to be an effective and attractive
approach to obtain reliable RCT results, based on international
expertise. Therefore, we think the vignette method implicating
experts involved in trials could improve the methodology of
RCTs on head-louse treatment, leading to standardization of
the practices, crucial to ensure valid results, thereby enhan-
cing reliability of recommendations and facilitating compar-
isons of results from different studies.
MATERIALS AND METHODS
The first step of this study was a systematic review to provide an
overview of the methodologies used in published RCTs on head-louse
treatment.
Identification and selection of studies
From their inception to March 2011, the following databases were
searched for relevant RCTs: Medline via PubMed, Embase, The
Cochrane Central Register of Controlled Trials, and Lilacs (see
Supplementary File 5 online). All identified references were first
screened by one author (GD-P), who selected the studies based on
their titles: RCTs comparing treatments or treatment versus placebo
against head-louse infestation. The selection process was then further
refined based on the reading of abstracts and full texts.
Data collection
Two of us (AM and GD-P) independently collected data using a
standardized form, recording the general characteristics of the study
(randomization unit, inclusion criteria), specificities of the experi-
mental treatment (procedure, setting, cointerventions), and the char-
acteristics of outcome assessment.
To assess the quality of reporting, we extracted the CONSORT
Statement requirements (Schulz et al., 2010). We then rated the key
methodological items described in the risk of bias developed by the
Cochrane Collaboration (Lundh and Gtzsche, 2008).
Vignettes
The critical methodological features specific to head-louse treatment
were assessed by consensus (BG, GD-P, LLC, OC, PR). Identification
of these points enabled us to build hypothetical RCT designs, called
vignettes.
We identified the following features: income level of the population,
types of treatments compared, randomization unit, blinding, site of
treatment administration, method of diagnosis, diagnosis criteria, and
primary outcome measure. These features were combined by arbores-
cence (see Supplementary File 6 online) to generate a broad spectrum
of potential designs (branches), called vignettes, yielding 357 vignettes.
Designs that were not relevant or considered implausible were deleted,
e.g., a vignette mentioning ‘‘blinding patient and outcome assessor
with a cluster randomization by classroom, when comparing two
physical methods’’ seemed implausible and was deleted. The vignettes
that differed by one point (see below) were compared pairwise.
We appointed an expert panel, including the corresponding authors
of the selected RCTs and studies on head-louse treatment, experts who
attended the Fourth International Conference on Phthiraptera in June
2010 (website: http://phthiraptera.info/oldsite). Each expert was ran-
domly assigned to compare 20 paired vignettes in a questionnaire
submitted via the internet. The experts had to choose their preferred
vignette design based on three points: global preference, internal, and
feasibility. The response option for each question used a 10-point
Likert scale ranging from  5 to þ 5 with these extreme ranks labeled
worst and best, respectively. The inquiry lasted 3 weeks. Respondents
received two e-mail reminders 7 and 14 days after the first internet
mailing to encourage them to complete the questionnaire.
Data analysis
Qualitative data are expressed as n (%) and continuous variables as
medians (interquartiles). Likert scale responses were evaluated as
continuous variables and categorical variables. We first used an
intraclass correlation coefficient, and then Bland–Altman plots to
assess inter-rater agreement of experts’ responses. CIs were calculated
using a bootstrap method. P¼ 0.05 defined significance. Vignettes
were ranked by their paired comparisons using the global preference
results. Spearman’s correlation coefficient was used to estimate the
strength of the relationship between global preference and internal
validity or feasibility. Analyses were performed with SAS software,
version 9.2 (SAS Institute, Cary, NC) and R software, version 2.13.1
(R Development Core Team, 2011, www.R-project.org).
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